Introduction
A broad spectrum of extra-intestinal manifestations can be associated with inflammatory bowel disease (1) . Although pulmonary involvement is very rare, there were only six cases of unexplained bronchopulmonary disease in a review of 1,400 patients (2) . However, re cently, a variety of airway-related disorders, interstitial and pleural diseases have been reported in ulcerative colitis . The occurrence of these complications underscores the fact that inflammatory bowel disease is a systemic illness. We herewith describe two new cases of lung disorders with underlying ulcerative colitis. Case Reports
Case1
A 30-year-old woman, a non-smoker, had a 6-year history of ulcerative pancolitis which was being treated initially with sulfasalazine and prednisolone. Two years after persistent exacerbations of intestinal sympto matology she was admitted to Mie University Hospital Surgery Department where a total colectomy with pro tective loop ileostomy was carried out. Four months after her operation she started complaining of cough, purulent sputum (200-300 ml/day) , dyspnea on exertion and anal bleeding. She was then admitted to our de The blood gas test revealed the following values: pH 7.48, oxygen pressure 62mmHg, carbon dioxide 32mmHg and arterial saturation 96%. Serological studies of anti nuclear antibody, rheumatoid factor and syphilis gave negative results. Tuberculin skin test was negative. The conventional chest X-ray ( Fig. la) revealed diffuse reticulo-nodular shadows with bilateral lower zone bronchial thickening and dilated bronchi. The chest radiography before her operation was normal. The CT scanning (Fig. lb) showed bilateral and extensive bronchiectasis with micronodular shadowing in the inter stitium, more preponderant in the middle and the lower lobes. Gallium scanning disclosed diffuse irregular distribution of the radioactive substance bilaterally. Fiberoptic bronchoscopic study showed bilateral bron chitis and the biopsic material taken during this procedure (Fig. 2 ) revealed thickness and fibrosis of the alveolar wall with lymphocyte and neutrophil infiltrations in the interstitium. She was treated with a regimen of postural drainage, antibiotics, prednisolone 30mg/day and sulfasalazine 4g/day. She responded satisfactorily to the therapy and was discharged with marked clinical and radiological improvements after one month (Fig. 3 ). Case2 A 72-year-old man was admitted to Mie University (Fig. 5 ) of the transbronchial biopsy showed alveolar wall thickening, interstitial fibrosis with lym phocyte and histiocyte infiltrations. The patient was fol lowed up with sulfasalazine (4 g/day) and prednisolone (30mg/day) while work-up of his fever and lung abnor mality was carried out. Fever, colonic symptomatology and pulmonary infiltrates improved remarkably (Fib. 3b) after one month of therapy and the patient was discharged from the hospital. (3) (4) (5) (6) (7) (8) (9) (10) (11) (12) . Women were more frequently affected than men, and age varied from 7 to 72 years old (4, 5) . Cough and sputum were the most common symptoms that brought patients to consultation. Conventional chest X-ray disclosed infil trative and cystic shadowing more prominent at bases in 20 cases, at both lung apices in 1 and normal findings in 12 cases. Pulmonary function test was carried out in 31 patients; the obstructive or mixed pattern with diminished values of transfer factor for carbon monoxide were more commonly encountered. While in 12 patients the pulmonary symptomatology appeared after the sur gical treatment of the ulcerative colitis with an interval varying between 3 weeks and 12 years, in 5 cases the lung disease preceded the colonic presentation of inflam matory bowel disease (5, 6, 12) . Other extraintestinal manifestations were also frequently found including arthritis in 9, skin lesions in 8, sinusitis and liver disease in 2 cases (3, 5, 7, 8) . Twenty-three patients temporarily experienced clinical improvement with steroid therapy, whereas 2 patients improved after colectomy. The pre sent first case was a young woman who complained of cough with bronchial and sinus suppuration 7 months after a total colectomy, diffuse bronchi and granular shadows preponderantly basilar and with a functionally obstructive lung. Histological findings of the transbron choscopy biopsy were consistent with chronic interstitial pneumonia. Considering the time relationship between the exacerbation of her proctitis and the appearance of the pulmonary symptomatology, the lack of other systemic manifestation associated with ulcerative colitis. To our knowledge interstitial lung disease has been reported in only 12 cases of ulcerative colitis (13) (14) (15) (16) (17) (18) (19) (20) (21) (22) (23) . Among these cases, 6 presented pulmonary vasculitis, 6 diffuse interstitial lung fibrosis and another case of apical pulmonary fibrosis. Histological confirmation of the lesion was obtained in only 10 cases (13-15, 17-22 ). Of these, 2 cases showed pathological description com patible with Wegener's granulomatosis. Pulmonary fun ction test was performed in 5 cases, of which 4 presented characteristic restrictive pattern (19-23). Diverse chest radiological findings were described. Diffuse pulmonary infiltrates more conspicuous in the lower zones of the lungs were observed in 8 cases, bilateral pulmonary nodular lesions in 2, pleural effusion or thickening in 5 and unilateral apical pulmonary fibrosis in 1 case. In each of 8 patients there was a history of sulfasalazine therapy for their colonic affection. Of these , 6 patients were taking this drug when the pulmonary symptoms appeared, and though withdrawl of sulfasalazine was carried out, the pulmonary lesions did not regress (14, 20, 21) . Pulmonary lesions did regress in 5 patients with the administration of corticosteroids, in 1 after the sur gical treatment of ulcerative colitis and in another case the improvement was spontaneous. In the second case of the current report, the pulmonary disorder commenced coincidentally with his ulcerative colitis and ameliorated dramatically with the corticosteroid therapy. Our diag nosis was ulcerative colitis-related lung interstitial disease.
The occurrence of pulmonary disorders in patients with inflammatory bowel disease poses a controversial issue of whether these entities are truely associated or they only represent the casual occurrence of two unrelated disorders. In the current report, the onset of lung com plications paralleled flares of ulcerative colitis and, thus, favored the idea that true association might have existed between them. A review of the literature shows also the presence of temporal corrrelation between the states of activitiy of both diseases (3, 5, 9) . Furthermore, in some of the reported cases, clinical and laboratory improvements were seen following colectomy as was mentioned before (5). The simultaneous beneficial effects of corticosteroid therapy for ulcerative colitis and pul monary lesion experienced in the present two cases and in others previously described, are likewise suggestive that they respond to the same etiopathogenetic mechanism (5, 22 Based upon these studies, there appears to be a latent lung involvement that might somehow be linked to the changes occurring in the underlying bowel disease. The demonstration of this subclinical lung damage lays the basis for the hypothesis that both disorders might represent the expressions of the same systemic disease resulting from the host's response to a common etiological agent. In brief, considering the therapeutic and prognostic implications in the occurrence of lung disorders, we believe that there is justifiable rationale to advocate a periodical work-up for earlier diagnosis of this potential complication in inflammatory bowel disease patients, even though the pathogenetic mechanism of both dis orders as well as their interrelationship are, as yet, unestablished. New reports of cases with such as associ ation should encourage further investigation to enlighten this challenging aspect of inflammatory bowel disease.
